Introduction {#sec1-1}
============

Atopic dermatitis (AD) is one of the most common skin diseases with a complex multifactorial pathogenesis. The diagnosis is established using the modified Hanifin-Raijka criteria as described by Williams *et al*.\[[@ref1]\] The clinical presentation, the aggravating factors and the complications differ according to the age of the patients.

About 60-80% of the patients present for the 1^st^ time before the age of 12 months. Adult-onset AD is considered to be a special variant. The worst sign of AD is pruritus, which also often indicates an exacerbation and is considered to be the most discomforting feature of AD.\[[@ref2]\]

Treatment is started based on the severity of AD. Systemic therapy is necessary in only 10% of severe and recalcitrant AD. Scoring atopic dermatitis (SCORAD)-index or objective SCORAD or EASI evaluation are the most validated systems for evaluating the severity.\[[@ref3]\] Follow-up of the patients may be done with easier systems such as the Three-item Severity (TIS) evaluation.\[[@ref4]\]

Systemic therapy is warranted in those in whom the disease activity and the exacerbations cannot be controlled adequately with topical treatment regimens. In children from 6 months to 9 years one can use the wet-wrap crisis intervention therapy as a "topical" systemic therapeutic tool.\[[@ref5]\]

Recent European Academy for Dermatology and Venereology guidelines on the treatment of AD published by Ring *et al*. in 2012 can be considered as a basic document.\[[@ref2][@ref6]\]

Topical Wet-Wrap Therapy {#sec1-2}
========================

Since systemic therapy is difficult to apply on practical grounds and also because it is not patient-friendly in small children aged 6 months to 10 years, one can in fact enhance the effect of topical treatment 10-fold leading to a "systemic effect" of the therapy by means of wet-wrap. This approach should be limited to cases with severe disease intensity and extent (with an objective SCORAD of more than or equal to 40 or SCORAD-index of more than or equal to 50).\[[@ref5]\] The use of wet-wraps with diluted corticosteroids for at least 3 days and up to 14 days is a safe crisis intervention treatment under strict controlled criteria and circumstances \[[Table 1](#T1){ref-type="table"}\]. Side-effects of relative importance are temporary systemic suppression of the adrenal glands.\[[@ref7]\] One can apply this regimen for long-term use based on the principles of proactive treatment in which anti-inflammatory drugs are used in combination with 2-6 times daily applications of liberal amounts of emollients on the entire body.\[[@ref8][@ref9]\]

###### 

Technique of the wet-wrap method with diluted fluticasone propionate 0.05% cream (Oranje 1999, with method adaptation as described by Goodyear *et al*.). This involves a schedule for a clinical treatment with a duration of, in principle, 5 days

![](IJD-59-140-g001)

The effectiveness is partly explained by a systemic effect. This is also the reason why I have included this approach in this article.\[[@ref5][@ref8]\]

Cyclosporine {#sec1-3}
============

It was reported in two different double-blind placebo-controlled randomized controlled trials (RCTs) that oral cyclosporine was superior to placebo.\[[@ref10][@ref11]\]

The efficacy of cyclosporine at a dose of 3-5 mg/kg/daily was demonstrated both in adults and in children.

Glucocorticosteroids {#sec1-4}
====================

Except "in two small RCTs evaluating systemic glucocorticosteroids in severe childhood AD, no other data were found" in the literature by Schmitt *et al*. as described in their systemic review published in 2007. Especially "no data was identified for prednisolone, which is the standard systemic glucocorticosteroid used in routine clinical practice" as stated by Schmitt *et al*.\[[@ref12]\] The often chosen dose of prednisone is 1-3 mg/kg/daily.

Methotrexate {#sec1-5}
============

MTX is very effective as an immunosuppressive drug in the treatment of several chronic inflammatory conditions. A lot of experience with MTX has been available for many years in dermatology and rheumatology.\[[@ref13]\] It was shown to be effective, safe and without serious side-effects such as minor gastro-intestinal complaints especially in children. According to my own experience it is also very effective in AD. Dose schedule for MTX is 1 mg/m^2^ body surface. Goujon *et al*. studied MTX in 20 adults with severe AD and reported a very positive therapeutic effect.\[[@ref14]\]

Azathioprine {#sec1-6}
============

Azathioprine is used for systemic treatment of AD when there are no other alternatives. It works well with good response, but it is not always well-tolerated. Leukopenia and liver function abnormalities have been reported. Treatment dose of 1.5-2.5 mg/kg/daily is used.\[[@ref15]\] The enzyme thiopurine methyltransferase plays an important role in metabolizing the drug and deficiency of this enzyme has been associated with a high risk of myelosuppression.

Murphy and Atherton studied its effect in pediatric patients and showed that the drug also works very well in children.\[[@ref16]\]

A study done by Schram *et al*. compared the efficacy and the safety of MTX and azathioprine in adults with severe AD. The drugs were equally effective, achieved significant improvement and were safe for the study-period of 12 weeks.\[[@ref17]\]

Others {#sec1-7}
======

Other therapy modalities include intravenous gammaglobulin, mycophenolate mofetil and mycophenolate sodium. They are alternatives in resistant cases of adult AD, but enough large randomized trials are not available yet. These drugs should not be considered for routine practice.

A study done by Waxweiler *et al*. compared the efficacy of azathioprine and mycophenolate mofetil in severe AD in children. They found that both drugs were equally effective (retrospectively studied), but did show similar rates of skin infections.\[[@ref18]\] Biologicals with enough efficacy are not available yet.\[[@ref19]\]

Discussion {#sec1-8}
==========

One should consider systemic treatment only when AD is non-responsive to adequate topical treatment. For children aged 6 months to 10 year, one can consider topical "systemic" treatment according to the wet-wrap method applied in a pro-active way as practiced by me since the 1990s.\[[@ref5][@ref8]\]

Of the systemic treatment options, cyclosporine and azathioprine are the evidence-based options, whereas MTX used by many experts still lacks enough evidence-based proof of efficacy. All the above mentioned drugs such as cyclosporine, MTX and azathioprine may be used in routine practice, with as a note to realize that cyclosporine is the ideal drug for crisis intervention with a quick response, whereas it takes at least 3 weeks before the effects of MTX and azathioprine are observed. It is important to evaluate thiopurine methyltransferase levels in monitoring azathioprine and also during the course of the treatment repeatedly.\[[@ref20]\]

Mycophenolate and biologicals should be considered as experimental and should be used in exceptional adult cases. Intravenous gammaglobulin may also be considered as an option for cases resistant to all the drugs mentioned above and recalcitrant AD in adults.
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